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October 19,200O 

Janet woodGo& MD 
DilBCtW,,CtntsrfotDIUgEvthutiUnlUldResearch 
FoodandDlug A-on 
56ooFhhusLane 
Rockville, Maryland20857 

DearDr. WooduJck: 

We hereby p&ion the FDA fix au immedk@ ban of all u8es of phenylpropanolamine (PPA) in 
ovedecamter product (OTC) incloding aa Uw active ingredient in qmtite wppnsunts and as I 
~in~cold~tqmMlona.Thispetldoaisrubmittcdpumunttoa) 21 CFR, Section 10.30 
and b) eectio~ 355 (0) and 3 14.150 of the Pekal Food, Drug and &smetic Act ’ As en over-the-counter 
dru8ingrsdieafthe~wryPPAwouldkrb~bo~oplthsm~~wwMbbifmlAcon~u~to 
b~~thrtitiP~mdsfisctive.Abundurtevidarcbfimmwellover100pub~~rsportt~~the 
dangers of PPA, added to&e clurmt huh&y&&d Yale study that found “PPA iucMse8theriskfor 
hemorrhagic stmkc?, = and reports ia FDA% &vase maction syatom of at least 51 cuea of hemorrhagic 
strokcinPPA~mrkeitcloPrthcrbuOcrnrratbsurnridsrsdsafs.IpfhcSmlA’s OfficeofPost- 
M~DlugRislt- (QPDRA) has concluded tbt“PPA sl~ould not be gsMsally reqnkd 
assafi~‘uxlthatOEcehasauuiea mcommemhtion that “PPA containiq~ appetite sqqxessrnts 
. ..cough/cold ramsdias should no longer be avallablo w over-thecounter products.“’ 

[and] 

In CcmvsnatiaD~ with me ad in public m you have stated that an important ongoing 
function for the FDA is to remove older, outmoded dmgs when they no longer 3erve any unique purpose 
urdvrben~~irevidgKxof~rdraga.PPAi?rychadnylthathasbssnavrilabb~atlssst53~ 
if not longer? I completely agree in the contlmdng &van- ofthe 1979 advice kom the Medical Letter, 
an~t~~atevrhraosschug~~-~~no~ood~d~that 
phcaylpropanolamiue...w any other drug can help obeto pat&a achiwe long-&m weight reduction. The 
oaly MMktory tmatment for obealty is a life-long change in pettems of food intake and physical 
IiCtiViIp ‘lb demgmhmt we of PPA, while Mve, at&es no scue because there are many safa, 
equally effective ~ruchu~oar,safiryeSnoaa~ordroEwusedfwnomon 
thrn three days? PPA ir clearly an older drug, which &ould be immediately ramov& fkom the market 1 
hope this will be accotupli&ed w qpiokly M po&le. Tbn longer the dehy, the larger the toll of 
pmmtable strokes and other soriou~~ damage to the public. 
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‘I&e brcklpound for the recent, weUd@aod Yale epkiemiological study that found “PPA 
in-tha*fwhanorrhrgic~“,’ iuchubs a  long hidory of publ ished so&us adverse events 
inJudlpsbanorrhrgic~attributtdtopPAgoinebrckto1979.Tlwrscawscmbe~rOthe 
m  because they usually occur shortly a& ingestion of PPA and because oftbe Iack of other plausible 
expl~upeculy inothuwiwhuil thyyouugapaople. 

AdditioWy. them has been widsnct fw the spedfic me&an&n by which tbesc PPA-induced 
cw&mI hemorrbqea ocour, Simflr 4deace has mdstsd ti mom than 20  years for the stroke-producing 
proper& of-es, once the most common dqs usad fbr obesity. Both PPA and amphetamines 
are kaowa to cause mmbd  ve, a  severe iaflammrtion of the blood vessels in the brain, which, in 
combina!ioa with the bmrai#itq e&c& of the drugs, can result in ccrelxal or subarachnoid 
kriohoarorrl#garad~.pInrWtiantortroksao(hslrssriousadvtrss~~attributedtoPPA 
include acute psychosis, coavulsioas, acute real fidlurq heart damage and h-on. 

The  followiag chut shows the close chealical s tmaums of PPA, ephcdriqe and amphetamiat: 

Tea yeara qo, a review of published raw of adwma remtiom mributcd to PFA found 142 such 
cases ia 85 d-t publicatkm, &I&WI@ 24 iutmmM @a&ml or subaraclmoid) hemorrhages, eight 
U~~~dsatbs,~ort~ta~~‘Ihs~orteOmmarrdvsns~~W~symptopN 
compati ib with acute h-on, with severe bmdache the most fhquent complaint About two-M 
of JI adverse renuiofls ocamd itl fem8k and two-thirds ia p8tilmls m l& 3o.‘O 

FurtherMnmdionaboutPPAandstrokesannes~FDA’s~ edvmereact ion 
reporttnesyrtaa.Inanm)Amosaod*tcdA~6,1991,FDAmcdicrloff i~h:He~dik~~ 
~thcrahdbeeaa~of44cluesof~(35h~~c)in~A-u~tapoItedtotheFDAunti l  
then. This inchlded 15  rqorts of str&es ill vlet us& PPAcontaiaii diet pills fmm the files of diet pill 
mana  ThoaLpson Med ical Company ’ which h8d not previously (before early 1991)  been sent to the 
FDA, beuuae such submission wu not quired. An update of the sdverse reactions repoti to the FDA 
annched to a  September 27,200O memo flwn epidemiologists in OPDRA statad that an  additional 16  cases 
ofh~~wocttrrdwiAhPPA,justinpsopleirom~~18o47,hadbeenreporredtotheFDA 
from 1991 until July, 2000.U W itb estimates lbatthe percent of cases of OTC adverse drug reactions which 
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include:aspi&taadReydrsp&me, hm tmnpow end toxic shock DES and cleu-cell vaginal 
~inDESbuehtan,mdmatoplusllastrogQuurdutsrinscmcm.Bv~~ly,rctiontobanwrcstrict 
wutakeniIJoachoftbweinstMw8butrnuchlatwthMitEhouhihawbrJM. 

Eveilwitboutay ceBWoao1 or othsr eptiiologicel study, in ml even larger number of case!& 
the nulnbcR end spwificity of ceses reporta of serious drug-induocd di8eMea inchxling d&h WM well 
documented. However, Herr too, baas orrwtrictio~~ on use were deleyuJ became ofdrug-iudustry (and its 
experts’) atiunpta to daiy or trivialhe the cad role of the Qugs and because of FDA &lays in proper 
regulatory action Exampk of this include Rozulin, Dumct, Propulsid, Posicop, 0repatloxacin, and 
Trovafloxacin, and the Bjork-Shiley heart valve. 

Ithrrsb#amoretfian20ysussincstbefintllmmsw~raissdabaut~edragetsofPPAand 
obout~fictdut~ir~avi~~intheloaetcmn~dierdnrgasuJl~PPA~~holptolose 
apdrsbinweiLhtlostw.A1981studyfoPlnd(hrtpooplewho~oaa~~trsduction~g 
(fm) alone ur the drug combined with b&via thsnyry or behavior thaapy alone lost 
comparable amounta of wei@ But thoy fbund that behavior m alone patknt~ regained significantly 
icuthur~y~~optho~wwhohadtba~b~bsrrtm~~~ng~tht~ofthe 
drug actually rotmkd tbo bon&ial effecta of bdmvior tbsrqy.” Around tho same time, the Medical 
Letter, an independent p&dical which cvaluata9 drug therapy, wraW ‘Thorn is no .good evidence that 
phenyipropau0lamink.a auy other dnq can i&p obese patients achieve long-term weight reduction. ‘Ibe 
only ratir~ lroatment for obesity is a life-long change in pattc~ of food intake and physic4 
WtiVjty.““ 

Many euly reaearche~ who inv&&ed PPA commented that the drug should not be available 
over-theanmter. One group ofresrabas stated, in 1987, th@ “‘!%a over-the-counter availebility of PPA- 

docummtal be&it in the long term. 

In light of the vohaminoua medical litentun doaunentjng the lifb-&mate&g adverne effkts of 
PPA such es hem- strokes and the cons evidence ofthia in the industry&xied 

3 



. 

b 

siiyh4. fsMD 
Y Dii, Pub 1c cii’s HMuh Rersuch Group 


